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(54) New combination of formoterol and budesonide 

(57) The invention relates to a novel combination of drugs useful for the treatment of respiratory disorders. 
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D script! n 

Field of the invention 



10001] This invention relates to improvements in the treatment of mild as well as severe asthma and other resoiratorv 
2£Ei?T?f* 11 re ' a,eS 10 the USe ° f 3 bronchodi,ator in combination with a sieroTlZLZZtZ 
t^JSSST T P rato r iS ° rderS SUCh 38 aSthma ' and 10 P^rmaceutical compositions containing the two 
active mgredients. It emphasizes the use of a long-acting bronchodilator which provides rapid relief of symptoms 



10 Background of the invention 

[0002] There have recently been significant advances in our understanding of asthma. Despite many advances both 
. awareness of the disease by doctors and patients alike, coupled with the introdction of3,3KSSSS 
ant.-asthma drugs, asthma remains a poorly understood and often poorly treated disease 7rZScZtl^ 
airway smooth muscles has been regarded as the most important feature of asthma. Recentiy t ere ha been a marled 
change . the way asthma is managed, stemming from the fact that asthma is recognized J, Teh on tnfZ^torS 
disease. Uncontrolled airway inflammation may lead to mucosal damage and structural chang ^ givi g ™ bte 

^z^^sss iT?: f the lung tissue - Therapy shouid there,ore be aimed * Sixs zssi 

rooosi tTI P 31 the S8me time pr0Vid6 basis for trea,in 9 the underlying inflammation 

[0003 The most common cause for poor control of asthma is poor compliance with the long-term manaoement of 

TT* With Pr ° phy,atic treatments ' such as inhaled s^s. which do nX«?aZmb 
torn rel.erPat.ents will readily take p 2 -agonist inhalers, since these provide rapid relief of symptoms but often doX 

also counteract down regulation of pyadrenoceptor agon ists symptomatic oenerit. mey 

2, S aP adrenoc k e P tor a 9° ni * which selectively stimulates preceptors, thus producing MaxZnZroZZl 
SSST^T- tl0 . n ° f the re ' eaSe °' end °9 enous spasmogens, inhibition of oedema mZXZ£££ 
JEf ? CreaS ! d mUC0Ci ' ia,y Clearance - lnhaled ,ormotero1 f "« acts rapidly, usual J Si ^mfnutes which 
g.ves the patient .mmediate confirmation that he has taken an adequat dose and thereby avS^e^i^IS 

r:r otero1 a,so exerts a pro,on9ed b — - 

noS IaSr s S° nide t t0 r nSiVe and rapid h6patiC '"^^S^S^S^ K 
[0006] The .nhaled route of administration enables the dose to be delivered directly to the airway Rv fhk n,™ nf 

BBSS 

Outline of the Invention 
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^^22^^72 'T a,er5 - T h,s 0 s,m P ,ifies We ror Patients oonsiderably and makes life moie comfortable and sWcurB 
2 Z T the '° n9 " aCt ' n9 M90nist 9ives the P a,ient imme ^ confirmation that he has teken an adeouate 
dose and thereby avo.dmg overdosing of both p 2 -agonist and steroid. Since the use of formoterol instead of salmS 

[001 1] The mvention also provides a pharmaceutical composition for administration bv inhalation in th P t~on, „, 

SSEES? c ™ comW8S ,ormoM <-* a <^^SSTJSS1 

c jesses ^rrss? irrr ° t "° m a — — 
w^JTS^szszs^tss jesses? * me p,<w,,io " s *™ ™« - 

oca*™ Of afferent SiSZS^ Z "?T V" P "" > * n ' s used ™> - *">«*»• 
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[0024] The invention is further illustrated by way of example with reference to the following Examples. 
Example 1 - Dry Powder Inhaler (Turbuhaler) 
s [0025] 



. Active ingredient 


Per dose 


Formoterol (as fumarate dihydrate) 
Budesonide 


12 ng 

200 jig 



[0026] The storage unit of the inhaler is filled with sufficient for at least 200 doses. 



Active ingredient 


Per dose 


Formoterol (as fumarate dihydrate) 
Budesonide 


24 ng 
200 \iq 


The storage unit is tilled with sufficient forat least 200 dos- 
es. 





Active ingredient 


Per dose 




25 


Formolerul (as fumarate ainyarate) 
Budesonide 


12 ng 
100 ng 




The storage unit is filled with sufficient tor at least 200 dos- 
es. 



Example 2 - Metered dose inhaler 

30 

[0027] 



Active ingredient 


Per dose 


Formoterol (as fumarate dihydrate) 

Budesonide 

Stabilizer 

Propellant 


12 fig 
200 \ig 
0.1 -0,7mg 
25- 100 \i\ 




Active ingredient 


Per dose 


Formoterol (as fumarate dillydrate) 

Budesonide 

stabilizer 

Propellant 


24 ng 
200 ng 
0.1 -0.7 mg 
25 -100 fil 




Active ingredient 


Per dose 


Formoterol (as fumarate dihydrate) 

Budesonide 

Stabilizer 

Propellant 


12 fig 
200 \ig 
0.1 - 0.7 mg 
25- 100 jil 
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Example 3 - Metered dose dry powder formulation 
[0028] 
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Active ingredient 


Per dose 


Formoterol (as fumarate dihydrate) 

Budesonide 

Lactose 


12 ng 
200 ng 

up to 5, 12.5 or 25 mg 




Active ingredient 


Per dose 


Formoterol (as fumarate dihydrate) 

Budesonide 

Lactose 


24 m 
200 ^g 

up to 5, 12.5 or 25 mg 
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Active ingredient 


Per dose 






Formoterol (as fumarate dihydrate) 

Budesonide . 

Lactose 


100 ng 

up tp5, 12.5 nr ?S mg 
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Claims 
1. 



A medical product comprising, together, 
(Oformoteroloraphysiolog^ 

(ii) budesonide as a combined preparation for administration by inhalation. 
A medical product according to claim 1 , which comprises, as component (I), formoterol fumarate dihydrate. 
A medical product according to claim 1 or 2, which comprises a non-toxic diluent or carrier. 
A medical product according to claim 3, in which the non-toxic diluent or carrier is lactose. 
40 5. A medical product according to any of the preceding claims, in which components (i) and (ii) are in dry powder form. 

6 " 



30 



35 



2. 
3. 
4. 



45 7. A medical product according to any of the preceding claims, which contains 
8. 



component (i) and (ii) in unit dose form. 



,0 ' a<X °'* !l 10 a " V " "* P ' eCMnS aalms ' in «*•* ma <*«sMon k by innalation 
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powder inhaler. 

A medical prodi 
metered dose inhaler. 



ion by 



from a dry 



i^ZSZT** l ° 3ny ° ,ClaimS 1 10 9 in which *• administration is by inha.ation from a pressurized 
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12. A medical product according to any of claims 1 to 9 in which the administration is by inhalation from a nebulizer. 

13. A pharmaceutical composition for administration by inhalation, which comprises 

s (i) form6terol or a physiologically acceptable salt thereof, or a solvate of the salt, or a sofcate of formoterol ; and 

(H) budesonide. 

^ 14. A composition according to claim 1 3 which comprises, as component (i), formoterol fumarate dihydrate. 

15. A composition according to claim 1 3 or 1 4 which comprises a non-toxic diluent or carrier. 

16. A composition according to claim 1 5 in which the non-toxic diluent or carrier is lactose. 

" L° ZgelS" o^T 9 10 °' C ' aimS 1 3 10 1 6 WhiCh the rati ° ° f the C ° mp0nent (i) 10 Component » is in 

18. A composition according to any of claims 13 to 1 7 in unit dose form. 

19. A composition according to any of claims 13 to 18 in which components (i) and (ii) are each in micronised form. 

20. A composition according to claim 19 which is in agglomerated form. 

21. A dry powder inhaler which contains a composition as claimed in claim 20. 

22 : iSSXZSZ S2E for a d " powder inha,en *■ capsule - cartrid9e or b,ister pack a 

^ 23 - Ac ° m POSitionasclaimedinanyoneofclaims13to20foruseinthetreatmentbyinh^ 

24. A composition as claimed in any one of claims 13 to 20 for use in the treatment by inhalation of asthma. 

25. A composition according to any one of claims 13 to 20 for use in the treatment of nocturnal asthma. 
as 26. A composition according to any one of claims 1 3 to 20 suitable for twice daily dosing. 

27. Use of 

^ U'ormoterol.oraphysiologicallyaccep^ 
(ii) budenoside, 

diso he deT nUfaCtUre ° f 3 C ° mbined Preparati0n for admini s*ation by inhalation in the treatment of respiratory 
« 28. Use according to claim 27. in which component (i) is formoterol fumarate dihydrate. 

29. Use according to claim 27 or 28 in which the ratio of the component (i) to component (ii) is in the range 1 :4 to 1 70. 

30. Use according to any of claims 27 to 29 in which the dose regime is twice daily and the dose of component (i) is 
50 6 - 1 00 jig per day and the dose of component (ii) is 50 - 4800 ug per day. component (ij is 

31 ' EoJJSS igperday 0 * *** *" ° f C ° mP ° nent W * 6 " 48 " Per ™« the «* e of M 

« 32. Use of formoterol, or a physiologically acceptable salt thereof, or a solvate of said salt, or a solvate of formoterol 
no^aTasmma 6 * 8 " ^ C,aim 1 ' «" adminiStrati0n ^ ^ S2S 
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